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Sir: 

I, Pablo D. Garcia, am a co-inventor of the above-captioned patent application 
("this application"). I am currently employed as Senior Research Investigator II at 
Novartis Institutes for BioMedical Research, Oncology in Emeryville, California. 
Novarlis is the owner of the present application by virtue of a merger involving Chiron 
Corporation, the original assignee of this application. 

1 have extensive knowledge in the fields of molecular biology and genomic 
oncology, which have been the subjects of my research over the past 20 years. In 
connection with this work, particularly with respect to gene expression in cancers, I have 
co-authored numerous publications and am a named inventor on numerous patents and 
patent applications. My curriculum vitae is attached as Exhibit A. 



In this regard, I hereby state and declare as follows; 
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L 1 have reviewed the specification and currently pending claims of this 
application, in addition to the present claim rejections in the Office Action dated August 
20, 2009 ("the Office Action"). 

2. f understand that the currently pending claims are directed to methods of 
screening for early stage prostate cancer by assaying an RNA expression product of a 
particular HML-2 retrovirus, namely HERV-K (CH), in a prostate or blood sample. I 
also understand that a basis asserted for rejecting these claims is that the specification 
does not reasonably enable assaying, in a patient blood sample, the RNA of HERV-K 
(CH) that is at least 150% relative to a control sample level. According to the sentence 
bridging pages 4 and 5 of the Office Action, c 'it is unpredictable whether an at least 150% 
relative higher expression of HERV-K RNA in blood is definitively indicative of prostate 
tumor but not other types of carcinogenic diseases, such as breast cancer, gastric cancer 
or trophoblastic disease", 

1 As noted above, the currently pending claims recite assaying an RNA 
expression product of HERV-K(CH) in particular, and not any HERV-K. Therefore, my 
statements herein address the issue, raised in the Office Action, to the extent of whether 
higher expression of HERV-K(CH) in blood is specifically indicative of prostate cancer 
but not other types of cancers. 

4. Under my supervision, expression of HERV-K(CH) mRNA was studied using 
the microarray techniques as described in this application in prostate tumor tissue as well 
as in tumor samples taken from patients with breast or colon cancer. The results arc 
shown in Table 10 on page 92 and described on page 79, lines 15-21 of the specification 
of this application. As stated. Table 10 illustrates "Expression of HKRV-K viruses in 
colon and breast tumors." Also, in Table 10, "the "Result" columns give the % of patient 
samples which showed up-regulation of the GenBank sequence given in the first column 
in tumor tissue relative to non-tumor tissue." The first row of Tabic 10 therefore clearly 
shows that 65% of the prostate tissue samples from patients showed up-regulation of 
sequences in GenBank ID/Accession AB047240, while 0% of breast tissue samples and 
2% of colon (issue samples showed up-regulation of these sequences. 



Pablo D. GARCIA el al. Attorney Docket No. 00244 1 .00008 

I J.S. Parent Application Serial No. 1 0/0(6,604 (ppo [ 646b 0002) 

5. The GenBank ID/ Accession AB047240 as used in Table 10 of the 
specification represents HERV-K(CH) sequences. The expression results for sequences 
in GenBank ID/Accession AB047240, shown in the iirst row of Table 10, were obtained 
from the 16 rnRNA clones of HERV-K(CII) that (i) are referenced in Tables 4, 5, 6. and 
7, as well as Figure 1 of this application and (ii) have sequences described in Table 8 of 
this application. 

6. Evidence of the association between the GenBank ID/ Accession AB047240 
and the 16 rnRNA clones of HERV-K(CH) is found on page 37 lines 20-2], page 76 line 
28 to page 77 line 14, page 78 lines 9-17 and Table 5 on page 87 of the specification. 
Page 37, lines 20-21 states that sequences from HERV-K(CH) are shown in SEQ IDs 14- 
39. Page 77, lines 4-5 and 13-14 indicate that SEQ IDs 27-39 were obtained from a first 
pass sequencing of the PCR products of 16 clones of prostate cancer rnRNA expression 
products disclosed in Table 6 and that SEQ IDs 14-26 were obtained from a second pass 
sequencing of the same 16 clones. Page 77, lines 9-12 discloses that the 16 clones of 
HERV-IC(CH) have some degree of sequence identity to HERV-K(II) as disclosed in 
GenBank Accession AB047240. Page 78, lines 9-17 and Table 5 discloses the sequence 
homologies between the HERV-K(CH) sequences and FIERV-K(II) (GenBank Accession 
AB047240). 

7. Additionally, the attached Exhibits B and C, which were generated under the 
supervision of myself and the other named inventors of this application prior to 
September 8, 2000, further evidences the association between GenBank ID/Accession 
AB047240 and the 16 rnRNA clones of HERV-K(CH). Exhibit B shows the upregulated 
rnRNA expression products detected in 12 of 13 prostate cancer patients studied. Rxhibit 
B demonstrates that sequences of the first 16 clones, the same 16 clones referred to in 
Paragraph 5 above, retrieved GenBank ID/Accession AB047240 as the most homologous 
accession from a sequence homology search in GenBank performed at the time when the 
subject work was carried out. Exhibit C clearly illustrates the identity/alignment between 
these 16 clones of HERV-K(CH) and GenBank ID/ Accession AB047240. 
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8. Based on the experimental results described in Paragraph 4 above and shown 
in Table 10 of the specification, (-IERV-K(CH) expression products are up-regulated in 
tissue from prostate tumors, but not in tissue from colon or breast tumors. 

9. I declare that all statements made herein of my own knowledge are true and 
that alt statements made on information and belief are believed to be true: and that these 
statements were made with the knowledge that willful false statements and the like so 
made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of 
the United States Code, and thai such willful false statements may jeopardize the validity 
of the application or any patent issuing thereon. 
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Date of Birth : 
Place of Birth : 
.Visa jvtatus: 



Curriculum Vitae 
Pablo D. Garcia, Ph.D. 
(December, 2009) 

January 19, 1957. 

Vifla del Mar, Chile. 

US Permanent Resident. 

Novartis Institutes for Biomedical Research. 
4560 Morton Street 
Emeryville, CA 94608 
Mail stop M/S4.5 

Phone: (510)923-7680. 
Fax: (510) 923-4115. 
E-mail: Pablo.garcia@novartis.com 



1979 B.S. in Biology, Catholic University of Valparaiso, Chile, 
i 982 MS. in Genetics, Catholic University of Valparaiso, Chile. 
1988 Ph.D. in Biochemistry, University of California, San Francisco 



Positions and Wojj.Exr>cricnce : 
2006-Present. 

Sr. Research Investigator II. Novartis Institutes of Biomedical Research, Oncology. 
2005-2006. 

Director of Research. Chiron Biophanna Research and Development. Chiron Corporation. 
2001-2005. 

Associate Director of Research. Chiron Biophanna Research and Develpmcni . Chiron 
Corporation. 

1999-2001. 

Senior Scientist. Chiron Research and Develpment. Chiron Corporation. 
1997-1999. 

Principal Scientist. Chiron Research and Development. Chiron Corporation. 
1094 - 1997. 

Past-Graduate Researcher in the laboratory of Dr. Henry R. Bonnie, Department of 
Cellular and Molecular Pharmacology, University of California. San Francisco. 

1989 - 1993. 

Post-Doctoral fellow in the laboratory of Dr. Richard M. Myers. Department of 
Physiology, University of California. San Francisco. 
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1983 - 1989. 

Graduate Student, Department of Biochemistry, University of California, San Francisco. 
Thesis work conducted in the laboratory of Dr. Peter Walter. 



1982- 1983, 

Researcher in the laboratory of Dr. William J. Rutter at the Department of Biochemistry. 
University of California, San Francisco. 

1979- 1981. 

Research and Teaching Instructor. Department of Biology. Catholic University of 
Valparaiso, Chile. 

1977 - 1979. 

Teaching Assistant for the course of genetics. Department of Biology, Catholic University 
of Valparaiso. Chile. 



Published Patent A p plications : 

EP 0 948 53 1 Secreted Human Proteins. 

F.P 1 053 3 19 Human Genes and Gene Expression Products II. 

BP I 062 339 Human FGF Gene and Gene Expression Products. 

EP I 105 474 Human Genes and Gene Expression Products V. 

EP I 144 636 Human Genes and Gene Expression Products. 

EP I 1 77 287 Secreted Human Proteins. 

EP I 190 058 Human Genes and Gene Expression Products F. 

EP I 194 549 Human Genes and Gene Expression Products. 

WO 9S.'25959 Secreted Human Proteins. 

WO 99/33982 Human Genes and Gene Expression Products. 

WO 99/3 R972 Human Genes and Gene Expression Products II. 

WO 99/4638 1 Human FGF Gene and Gene Expression Products. 

WO 99/58675 Human Genes and Gene Expression Products V. 

WO 00/ 1 89 1 6 Human Genes and Gene Expression Products. 

WO 00/6 1 755 Secreted Human Proteins. 

WO 0 1/02568 Novel Human Genes and Gene Expression Products. 

WO 0 I '25489 Diagnostic and Therapeutic uses for a Gene Differentially Expressed in Prostate Cancer 

WO 01/66753 Human Genes and Gene Expression Products. 

WO 0 1 ,'7278 1 Human Genes and Gene Expression Products XVI. 
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WO 02/06340 Tetrnspan Protein and Uses Thereof. 

WO 02' 14500 Human Genes and Gene Expression Products 

JP 200 1 -505783 T2 Secreted Human Proteins 

JP 2002-500010 T2 Human Gene:; and Gene Expression ProtiucLs I. 

! 0. 0 1 6604 Endogenous Retroviruses Up-Regulaied in Prostate Cancer 

09/872850 Gene Products Differentially Expressed in Cancerous Colon Cancer Ceii.s. and Their Methods of 
Use 

1 0/6 1 6900 Gene Products Differentially Expressed in Cancerous Colon Cancer Cells, and Their Methods of 
Use 

1 0/3 1 0673 Gene Products Differentially Expressed in Cancerous Prostate Cells and Their Methods of Use 

[C4S2] 

09/932076 Human Genes and Gene Expression Products 

1 0/6 1 56 1 8 Human Genes and Gene Expression Products 

10/609021 Human Genes and Gene Expression Products XVI 

1 0/62977 ! Novel Human Genes and Gene Expression Products 
09/297648 Novel Human Genes and Gene Expression Products II 
09/3 ! 3292 Novel Human Genes and Gene Expression^ Products; V 
(0/830942 TetraSpan Protein and Uses Thereof 

US2005 1 862 ! 2A Trefoil Factor 3 [TFF3] as a Target for Anti-Cancer Therapy 

PCT/US2004/043726 Nucleic Acid Based Assays for Identification of PC Receptor Polymorphisms 
US2006275747A Endogenous retrovirus up-regulated in pro.slate cancer 
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406, 
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Cultured Cells. EMBO J. 14, 4460-4469. 
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EXHIBIT B* 



Upregulated mRNA Expression Products 
Detected in Prostate Cancer Patients 




*The red color intensity reflects the level of upregulation in cancer tissues relative to 
normal prostate cells. 



EXHIBIT C 



Alignment between HERV-K(CH) Expression Products 
and GenBank ID/Accession AB047240 



